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Fiqura i 

Recombinant murine met OB (double stranded) DNA and amino 
acid sequence (SEP, ID. NOs . : 1. 2, and 3). 



TCTAGATTTGAGTTTTAACTTTTAGAAGGAGGAATAACATATGGTACCGATCCAGAAAGT 
9 _ + + + + + _ + 63 

AGATCTAAACTCAAAATTGAAAATCTTCCTCCTTATTGTATACCATGGCTAGGTCTTTCA 

MVPIQKV- 

TCAGGACGACACCAAAACCTTAATTAAAACGATCGTTACGCGTATCAACGACATCAGTCA 

69 - + + + + : + + 128 

. AGTCCTGCTGTGGTTTTGGAATT AATTTTGCTAGC AATGCGC AT AGTTGCTGTAGTC AGT 
Q DD T KT L .I KT IVT R IND I S H - 

CACCCAGTCGGTCTCCGCTAAACAGCGTGTTACCGGTCTGGACTTCATCCCGGGTCTGCA 

129 ■-+ + + + + + 188 

GTGGGTCAGCCAGAGGCGATTTGTCGCACAATGGCCAGACCTGAAGTAGGGCCCAGACGT 
T Q S V S A K Q R V T G L D F I P G L H - 

CCCGATCCTAAGCTTGTCCAAAATGGACCAGACCCTGGCTGTATACCAGCAGGTGTTAAC 

189 + + + + + 248 

GGGCTAGGATTCGAACAGGTTTTACCTGGTCTGGGACCGACATATGGTCGTCCACAATTG 
P I L S L S KM DQ T LAVYQQ V L T - 

CTCCCTGCCGTCCCAGAACGTTCTTCAGATCGCTAACGACCTCGAGAACCTTCGCGACCT 

249 - + + - + + + + 308 

GAGGGACGGCAGGGTCTTGCAAGAAGTCTAGCGATTGCTGGAGCTCTTGGAAGCGCTGGA 
S L P S Q NVL .Q I AND L EN L R D L - 

GCTGCACCTGCTGGCATTCTCCAAATCCTGCTCCCTGCCGCAGACCTCAGGTCTTCAGAA 

309 - + + + + t — + + 368 

CGACGTGGACGACCGTAAGAGGTTTAGGACGAGGGACGGCGTCTGGAGTCCAGAAGTCTT 
LHLL AFSKSCSLPQTSGL QK - 

ACCGGAATCCCTGGACGGGGTCCTGGAAGCATCCCTGTACAGCACCGAAGTTGTTGCTCT 

369 _ + + — + + + 428 

TGGCCTTAGGGACCTGCCCCAGGACCTTCGTAGGGACATGTCGTGGCTTCAACAACGAGA 
P ESLDGV LEASLYSTEVVAL - 

GTCCCGTCTGCAGGGTTCCCTTCAGGACATCCTTCAGCAGCTGGACGTTTCTCCGGAATG 

429 - + + + — + + + 488 

CAGGGCAGACGTCCCAAGGGAAGTCCTGTAGGAAGTCGTCGACCTGC AAAGAGGCCTT AC 



. S R L Q G S L Q D I L Q Q L D V S P E C - 

TTAATGGATCC 

489 -+ 

AATTACCTAGG 



y 
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Figure 2 

Recombinant human met OB analog (Double Stranded) DNA and 
amino acid seq uence (SEP. ID. NOs . : 4, 5 and 6). 

CATATGGTACCGATCCAGAAAGTTCAGGACGACACCAAAACCTTAATTAAAACGATCGTT 
1 + + + + + + 6Q 

GTATACCATGGCTAGGTCTTTCAAGTCCTGCTGTGGTTTTGGAATTAATTTTGCTAGCAA 

MVPIQKVQDDT KTLIKTIV 

ACGCGTATCAACGACATCAGTCACACCCAGTCGGTGAGCTCTAAACAGCGTGTTACAGGC 
61 + + + + + + 12Q 

TGCGCATAGTTGCTGTAGTCAGTGTGGGTCAGCCACTCGAGATTTGTCGCACAATGTCCG 
T RI ND ISHTQSVSSKQRVTG 
; : - CTGGACTTCATCCCGGGTCTGCACCCGATCCTGACCTTGTCCAAAATGGACCAGACCCTG 

121 + + + + + „_ + 18 q 

GACCTGAAGTAGGGCCCAGACGTGGGCTAGGACTGGAACAGGTTTTACCTGGTCTGGGAC 
, . ,L DF I P G L H P ILTLSKMDQT L 

GCTGTATACCAGCAGATCTTAACCTCCATGCCGTCCCGTAACGTTCTTCAGATCTCTAAC 
181 + + + + + + 240 

CGACATATGGTCGTCTAGAATTGGAGGTACGGCAGGGCATTGCAAGAAGTCTAGAGATTG 
A .VY QQ I LT S MP S RNVLQ I SN 

GACCTCGAGAACCTTCGCGACCTGCTGCACGTGCTGGCATTCTCCAAATCCTGCCACCTG * 

241 + ~ + + + + + 300 

CTGGAGCTCTTGGAAGCGCTGGACGACGTGCACGACCGTAAGAGGTTTAGGACGGTGGAC 

D LEN LRDLLHVLAFSKSCHL - 

CCATGGGCTTCAGGTCTTGAGACTCTGGACTCTCTGGGCGGGGTCCTGGAAGCATCCGGT 

301 + + + + + + 360 

GGTACCCGAAGTCCAGAACTCTGAGACCTGAGAGACCCGCCCCAGGACCTTCGTAGGCCA 

PWASGLETLDS LGGVL EASG 

TACAGCACCGAAGTTGTTGCTCTGTCCCGTCTGCAGGGTTCCCTTCAGGACATGCTTTGG 

361 + + + + + + 420 

ATGTCGTGGCTTCAACAACGAGACAGGGCAGACGTCCCAAGGGAAGTCCTGTACGAAACC 

YS T E VVAL S RLQGS LQ DMLW 

CAGCTGGACCTGTCTCCGGGTTGTTAATGGATCC 

421 ~ + + + 454 

GTCGACCTGGACAGAGGCCCAACAATTACCTAGG 

. Q LDL SP GC* 



EM Label No. EV254991437US 



54113.8002.US02 



Ficrura 3A 

Recombinant human metFc-OB (double stranded) DNA) and 
amino acid sequence (SEP. ID. NOs . : 7. 8 and 9) . 



CATATGGAACCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAA 
1 + + + + + _ + 60 

GTATACCTTGGGTTTAGAACACTGTTTTGAGTGTGTACGGGTGGCACGGGTCGTGGACTT 

MEPKSCDKTHTCPPCPAPE 

CTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATC 
61 + + + + + + 12 0 

GAGGAC CCCCC TGGC AGTC AGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAG 

LLGG. PSVFLFPPKPKDTLMI 

TCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTC 

121 + + + + + + 180 

AGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGG^TCCAG 

S .RTPEVTCVVVDVSHEDPE V 

AAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAG 

181 + + + + + + 240 

TTCAAGTTGACCATGCACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTC 

KFNWYVDGV EVH. NAKTKPRE 

GAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGG 

241 + + + ^ + + + 300 

CTCGTCATGTTGTCGTGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACC 

EQYNSTYRVVSVLTVLHQDW 

CTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAG 

301 : + + + + + 360 

GACTTACCGTTCCTCATGTTCACGTTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTC 

LNGKEYKCKVSNKALPAPIE 

AAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCA 

361 < + + + + + + 420 

TTTTGGTAGAGGTTTCGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGT 

KTISKAKGQPREPQVYTLPP 

TCCCGGGAjTGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTAT 

421 + + — + + — - — + + 480 

AGGGCCCTACTCGACTGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATA 

S RDELTKNQVSLTCLVKGFY - 

C C C AGCGAC ATCGC CGTGGAGTGGGAGAGC AATGGGC AGCCGGAGAAC AACT AC AAGACC 

481 + + + + + + 540 

GGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGG 



i 



EM Label No. EV254991437US 



54113.8002.US02 



Fioura 3§ 

PS DIAVEWESNGQPENNYKT 

ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGAC 
541 „„ +. + + + + + 600 

TGC GGAGGGC AC GACCTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGC AC CTG 

TPPVLDSDGSFFLYSKLTVD 

AAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC 
601 + + . + + + + 66Q 

TTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTG 

K SR WQ QGNVFSCSVMHEALH 

■ AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAAGTACCGATCCAGAAAGTT 
661 + + + + + _ + 720 

TTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCATTTCATGGCTAGGTCTTTCAA 
. . N H Y T Q K S L S L S P G K V P I Q K V 

CAGGACGAC ACCAAAACCTTAATTAAAACGATCGTTACGCGTATCAACGACATCAGTCAC 
721 + + + + + . + 780 

GTCCTGCTGTGGTTTTGGAATTAATTTTGCTAGCAATGCGCATAGTTGCTGTAGTCAGTG 

QDDTK .TLIKTIVTRINDISH 

ACCCAGTCGGTGAGCTCTAAACAGAAAGTTACAGGCCTGGACTTCATCCCGGGTCTGCAC * 
781 + - + + + + + 840 

TGGGTCAGCCACTCGAGATTTGTCTTTCAATGTCCGGACCTGAAGTAGGGCCCAGACGTG 
TQ SV S S KQKVTGLD F I PG LH - 

CCGATCCTGACCTTGTCCAAAATGGACCAGACCCTGGCTGTATACCAGCAGATCTTAACC 
841 + + + + + + 900 

GGCTAGGACTGGAACAGGTTTTACCTGGTCTGGGACCGACATATGGTCGTCTAGAATTGG 

P I LTLSKMDQTLAVYQQI LT 

TCCATGCCGTCCCGTAACGTTATCCAGATCTCTAACGACCTCGAGAACCTTCGCGACCTG 

901 . + + + + 1 — + + 960 

AGGT AC GGCAGGGC ATTGC AATAGGTC TAGAG ATTGC TGG AGC TC TTGG AAGCGC TGG AC 

SMP SRNV IQISNDL ENLRD L 

CTGCACGTGCTGGCATTCTCCAAATCCTGCCACCTGCCATGGGCTTCAGGTCTTGAGACT 
961 + + + + + + 1020 

GACGTGCACGACCGTAAGAGGTTTAGGACGGTGGACGGTACCCGAAGTCCAGAACTCTGA 

;* L HVL AFSKSCHLPWASGLE T - 

- CTGGACTCTCTGGGCGGGGTCCTGGAAGCATCCGGTTACAGCACCGAAGTTGTTGCTCTG 

1021 > + + + + + + 1080 

GACCTGAGAGACCCGCCCC AGGACCTTCGTAGGCCAATGTCGTGGCTTC AAC AACGAGAC 

LDSLGGVLEASGYSTEVVAL 



EM Label No. EV254991437US 541 13.8002.US02 

Ficrur 3C 

TCCCGTCTGCAGGGTTCCCTTCAGGACATGCTTTGGCAGCTGGACCTGTCTCCGGGTTGT 

1081 + + + + + + 1140 

AGGGCAGACGTCCCAAGGGAAGTCCTGTACGAAACCGTCGACCTGGACAGAGGCCCAACA 

SRLQGSLQDMLWQLDLS-PGC 

TAATGGATCC 

1141 + 1150 

ATTACCTAGG 
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Figure 4A 

Recombinant: h uman metFc-OB (double stranded) DNA and 
amino acid sequence (SEP. ID. NOs . : 10. 11 and 12). 

CATATGGAACCAAAATCTGCTGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAA 
1 + + + _ + + 60 

GTATACCTTGGTTTTAGACGACTGTTTTGAGTGTGTACAGGTGGAACAGGTCGAGGCCTT 

MEPKSAD KTHT CPPC PAPE 

CTCCTGGGGGGTCCTTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATC 
r 61 - + + + + - + + 120 

GAGGACCCCCCAGGAAGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAG 

LLG GPS VFLFPPKPKDTLMI 

TCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTC 

121 - — + + + + + + 180 

AGGGCCTGGGGACTCCAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAG 

S RTP EV T C VVVDVSHEDPEV 

AAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAG 
-181 + + + + - + + 240 

ttcaagttgaccatgcacctgccgcacctccacgtattacggttctgtttcggcgccctc 
k f n w y vd gvevh naktkpre 
gagcagtacaacagcacgtaccgtgtggtcagcgtcctcaccgtcctgcaccaggactgg' 

241 + + + + - + + 300 

ctcgtcatgttgtcgtgcatggcacaccagtcgcaggagtggcaggacgtggtcctgacc 

eqynstyrvvsvltvlhqdw 

ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccccatcgag 

301 + .-+ • + + + + 360 

gacttaccgttcctcatgttcacgttccagaggttgtttcgggagggtcgggggtagctc 
lngkeykckvsnkalpapie - 
aaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtacaccctgccccca 

361 + + + + '+ + 420 

. ttttggtagaggtttcggtttcccgtcggggctcttggtgtccacatgtgggacgggggt 
kt i s kakgq p r e pqvy t l p p - 
tcccgggatgagctgaccaagaaccaggtcagcctgacctgcctggtcaaaggcttctat 

421- + + + + + + 480 

agggccctactcgactggttcttggtccagtcggactggacggaccagtttccgaagata 

* .'s r d eltknqvs ltc lv kg f y - 

• v ' ccc agcgac atcgccgtggagtgggag agc aatgggc agccggagaac aact ac aagac c 

481 + + + + + 540 

GGGTCGCTGTAGCGGCACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGG 
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Ficrura 4B 

P3DIAVEWE3NGQPENNYKT 

ACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGAC 
541 + + + + 4- + 500 

TGCGGAGGGCACGACCTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTG 

TPPVLDSDGSFFLYSKLTVD 

AAGAGC AGGTGGC AGC AGGGGAACGTCTTCTCATGCTCCGTGATGC ATGAGGCTCTGC AC 

601 — + + + = - + + + 660 

TTCTCGTCCACCGTCGTCCCCTTGCAGAAGAGTACGAGGCAGTACGTACTCCGAGACGTG 

KS RWQQGNVF SCSVMHEALH 

AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAAGTACCGATCCAGAAAGTT 

661- + + + + + * 720 

TTGGTGATGTGCGTCTTCTCGGAGAGGGACAGAGGCCCATTTCATGGCTAGGTCTTTCAA 

.. 4 N H Y T Q K S L S L S P G K V P I Q K V 

CAGGACGACACCAAAACCTTAATTAAAACGATCGTTACGCGTATCAACGACATCAGTCAC 

721 + + + + + 780 

GTCCTGCTGTGGTTTTGGAATTAATTTTGCTAGCAATGCGCAT 

QDDTKTLIKTIVTRINDISH 

ACCCAGTCGGTGAGCTCTAAACAGAAAGTTACAGGCCTGGACTTCATCCCGGGTCTGCAC 

781 . + + + + + + -840 

TGGGTCAGCCACTCGAGATTTGTCTTTCAATGTCCGGACCTGAAGTAGGGCCCAGACGTG 

TQS VSSK QKVTGLDFIPGL H 

CCGATCCTGACCTTGTCCAAAATGGACCAGACCCTGGCTGTATACCAGCAGATCTTAACC 

841 + + + + + + 900 

GGCTAGGACTGGAACAGGTTTTACCTGGTCTGGGACCGACATATGGTCGTCTAGAATTGG 

PILTL SKMDQTLAVYQQI LT 

TCCATGCCGTCCCGTAACGTTATCCAGATCTCTAACGACCTCGAGAACCTTCGCGACCTG 

901 + + + + + + 960 

AGGTACGGCAGGGCATTGCAATAGGTCTAGAGATTGCTGGAGCTCTTGGAAGCGCTGGAC 

SMP S RN V .IQISNDLENLRDL 

CTGCACGTGCTGGCATTCTCCAAATCCTGCCACCTGCCATGGGCTTCAGGTCTTGAGACT 

961 + + + + + + 1020 

GACGTGCACGACCGTAAGAGGTTTAGGACGGTGGACGGTACCCGAAGTCCAGAACTCTGA 

L H V LA F S K S C H L P.WA S G L E T - 

[ . CTGGACTCTCTGGGCGGGGTCCTGGAAGCATCCGGTTACAGCACCGAAGTTGTTGCTCTG 

1021 — + + >. + ■ — + : + + 1080 

GACCTGAGAGACCCGCCCCAGGACCTTCGTAGGCC AATGTCGTGGCTTCAACAACGAG AC 

LDSLGGVLEASGYSTEVVA L 
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Figure 4C 

TCCCGTCTGCAGGGTTCCCTTCAGGACATGCTTTGGCAGCTGGACCTGTCTCCGGGTTGT 
1081 + + - + + + + H40 

AGGGCAGACGTCCCAAGGGAAGTCCTGTACGAAACCGTCGACCTGGACAGAGGCCCAACA 

S RLQGS LQDMLWQLDLS PGC - 

TAATGGATCC 

1141 + 1150 

ATTACCTAGG 
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Ficrura 5A 

Recombinant human metFc-OB (double stranded) DNA and 
amino acid sequence (SEP. ID. NOs . : 13, 14 and 15). 



CATATGGACAAAACTCACACATGTCCACCTTGTCCAGCTCCGGAACTCCTGGGGGGTCCT 

1 + + + + + + 60 

GTAT ACCTGTTTTGAGTGTGTAC AGGTGGAAC AGGTCGAGGCCTTGAGGACC C C C C AGGA 

MDKTHTCPPCPAPELLG GP 

TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

- SI + + + + + + 120 

AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

S V F LF P P K PKDTLM I SRT PE 

s i3TC AC ATGCGTGGTGGTGGACGTGAGCC ACGAAGACCCTGAGGTC AAGTTC AACTGGTAC 

121— + : + + + + + 180 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

V '" TCV VV D V SHEDP EVKFNWY 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 
131 „ + + ; + + + - + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNAKTK P REEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAG 

241 + + + + + — + 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTCCTC 

T'YRVVSVLTVLHQDWLMGKE 

TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 

301 + + + + + + 360 

ATGTTCACGOTCCAGAGGTTGTTTCGGGAGGGTCGGGGGTAGCTCTTTTGGTAGAGGTTT 

YKCKVSNKALPAP I EKTISK - 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

361 + + + + + + 420 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

A KG Q P RE P QVYT L P P S RD E L 

ACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

421 + + + + + + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

T KNQ VSLTCLVKGFYP SDIA - 

", GTGGAGTGGGAGAGCAATGGGC AGCCGGAGAAC AACTAC AAGACC ACGCCTCCCGTGCTG 

481-fi + + + + + " + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 
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Figure 5B 

VEWSSNGQPENNYKTTPPVL 
GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 



541 + + + + + + 500 • 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGSFFLYSKLTVDKSRWQ 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

601 + + + — + + + 660 

■ GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

Q GNVF SC SVMHEALHNH Y TQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGTACCGATCCAGAAAGTTCAGGACGACACCAAA 

661 : + + + + + ----- + 720 

' TTCTCGGAGAGGGACAGAGGCCCATTTCATGGCTAGGTCTTTCAAGTCCTGCTGTGGTTT 



K.S L S L S P G K V P I Q K V Q D D T K 
ACCTTAATTAAAACGATCGTTACGCGTATCAACGACATCAGTCACACCCAGTCGGTGAGC 



721 - : + + + + + + 780 

TGGAATTAATTTTGCTAGCAATGCGCATAGTTGCTGTAGTCAGTGTGGGTCAGCCACTCG 

T L I K T IV T R I ND I S HTQ S VS 

TCTAAACAGAAAGTTACAGGCCTGGACTTCATCCCGGGTCTGCACCCGATCCTGACCTTG 

781 + : + + + - + + 840 

AGATTTGTCTTTCAATGTCCGGACCTGAAGTAGGGCCCAGACGTGGGCTAGGACTGGAAC 

S KQ K VT G L D F I PGL H P I L T L 

TCCAAAATGGACCAGACCCTGGCTGTATACCAGCAGATCTTAACCTCCATGCCGTCCCGT 

841 + - + + + + + 900 

AGGTTTTACCTGGTCTGGGACCGACATATGGTCGTCTAGAATTGGAGGTACGGCAGGGCA 

S KMDQTL AVYQQ I LT S M P S R 

AACGTTATCCAGATCTCTAACGACCTCGAGAACCTTCGCGACCTGCTGC ACGTGCTGGCA 

901 + + + + + + 960 

TTGCAATAGGTCTAGAGATTGCTGGAGCTCTTGGAAGCGCTGGACGACGTGCACGACCGT 

NVIQISN DLENLRDLLHVLA - 

TTCTCCAAATCCTGCCACCTGCCATGGGCTTCAGGTCTTGAGACTCTGGACTCTCTGGGC 

961 + + + + . + + 1020 

AAGAGGTTTAGGACGGTGGACGGTACCCGAAGTCCAGAACTCTGAGACCTGAGAGACCCG 

F S K S C H L PWA S G L E T L D S L G : - ■ 

" GGGGTCCTGGAAGCATCCGGTTACAGCACCGAAGTTGTTGCTCTGTCCCGTCTGCAGGGT 

1021 + + + + + - + 10 80 

CCCC AGGACCTTCGTAGGCC AATGTCGTGGCTTCAACAACGAGACAGGGCAGACGTCCC A 



GVLEASGYSTEVVALS RLQG 
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Fi gur 5C 



TCCCTTCAGGACATGCTTTGGCAGCTGGACCTGTCTCCGOGTTGTTAATGGATCC 

1081 + + - + + + H35 

AGGGAAGTCCTGTACGAAACCGTCGACCTGGACAGAGGCCCAACAATTACCTAGG 

SLQ DMLWQLDLSPG C * 



"•IP- 
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Figure 6A 

Recombinant human metFc-OB (double stranded) DNA and 
amino acid sequence (SEP. ID-. NOs . ; 16, 17 and 18). 

CATATGGACAAAACTCACACATGCCCACCGTGCCCAGCTCCGGAACTCGAAGGTGGTCCG 
1 + + + + - + 60 

GTATACCTGTTTTGAGTGTGTACGGGTGGCACGGGTCGAGGCCTTGAGCTTCCACCAGGC 

MDKTHTC P PCPA P ELEGGP - 

TCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG 

61 + + + + +: + 120 

AGTCAGAAGGAGAAGGGGGGTTTTGGGTTCCTGTGGGAGTACTAGAGGGCCTGGGGACTC 

SVFL F PPKPKD.TLMISRTPE 

GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC 

121 + + _--__+ + + + 180 

CAGTGTACGCACCACCACCTGCACTCGGTGCTTCTGGGACTCCAGTTCAAGTTGACCATG 

VTCVVVDVSHEDP EV K FN W Y 

GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC 

191 + + + + — - — + + 240 

CACCTGCCGCACCTCCACGTATTACGGTTCTGTTTCGGCGCCCTCCTCGTCATGTTGTCG 

VDGVEVHNA KTK PREEQYNS 

ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAAGCT 

241 + + + + + > 300 

TGCATGGCACACCAGTCGCAGGAGTGGCAGGACGTGGTCCTGACCGACTTACCGTTTCGA 

TYR.VVSVLTVLHQDWLNGKA 

TACGCATGCGCGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA 
301 + + +~ -+ — + + 360 

YACAVSNKALPAP I EKTI SK 

GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTG 

361 + + + + +— — + 420 

CGGTTTCCCGTCGGGGCTCTTGGTGTCCACATGTGGGACGGGGGTAGGGCCCTACTCGAC 

AKGQPREPQVYTLPPSRDEL - 

ACCAAGAAbcAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC 

421 + - + + + +- + 480 

TGGTTCTTGGTCCAGTCGGACTGGACGGACCAGTTTCCGAAGATAGGGTCGCTGTAGCGG 

T K N Q V S LTC LV KG F Y P S D I A 

GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG 

481 -- — + + + + + + 540 

CACCTCACCCTCTCGTTACCCGTCGGCCTCTTGTTGATGTTCTGGTGCGGAGGGCACGAC 
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Ficrura SB 

VEWESNGQPENNYKTTPPVL 

GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAG 

541 + + + + + + 600 

CTGAGGCTGCCGAGGAAGAAGGAGATGTCGTTCGAGTGGCACCTGTTCTCGTCCACCGTC 

DSDGS FFLYS KLTVDKSRWQ 

CAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG 

601 + + + - + — + + 660 

GTCCCCTTGCAGAAGAGTACGAGGCACTACGTACTCCGAGACGTGTTGGTGATGTGCGTC 

QGNVFSCSVMHEALH NHYTQ 

AAGAGCCTCTCCCTGTCTCCGGGTAAAGTACCGATCCAGAAAGTTCAGGACGACACCAAA 
661 + + + + + :---+ 720 

TTCTCGGAGAGGGACAGAGGCCCATTTCATGGCTAGGTCTTTCAAGTCCTGCTGTGGTTT 

■ • e 

. K S L S L S P G K V P I Q KVQ D D T K 

ACCTTAATTAAAACGATCGTTACGCGTATCAACGACATCAGTCACACCCAGTCGGTGAGC 
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Figure 6C 

TCCCTTCAGGACATGCTTTGGCAGCTGGACCTGTCTCCGGGTTGTTAATGGATCC 

1081 + + + + 4- 1135 

AGGGAAGTCCTGTACGAAACCGTCGACCTGGACAGAGGCCCAACAATTACCTAGG 

SLQDMLWQLDLS PG C * 



